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I >^ s -L^i^ij f>i claims 1 cpiaces al! pridr versions and listrngs of daims in the 
Listing, oi Cldi ias 

1 ; \x» -cuiv '\nKnidsd) A eoifipoimd of IbrxKula (i) 




(I) 



wherein: 

5' K t Hi 1 tp't. i.ntCR'efN, a d wheimorethcmoneR group is preseut 

\ 'xlvj endcnti\ represent H CI to 4 dlk>l C i tc 4 alkoxy, ha>agei C'\, C sTI i, 

1S<)> tl IC ( I >C !i> *M N{ ICHO, said alkyl o alkox> group being optjonallj iunhoT Mibstituted 
one Of more fltionne atoiBs; 

NIK iO - dJw 0 o nbcM( op(K»iah'' Uuliuj ^ulvt ittd IV oj V o iioicilinr»o 

atoms,- 

J: R)rig3n< i) A compi>u«d accoidmg to CUnn 1 nhercn ^ ep esenti* C\' oi 

ij'- v>\ \)U.s;> !''K'hC!UeJ) A compoanu a>.v.OJair,^- v\ai n i w . " \ . ..J R 
indcpendemly represent JU halogen or CF3. 
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4. (Origi-Kil A cofnpounU oi' lbnniu!a (I), according lo Clain^ ; , vx-iiicii uv. 

pynd ! iiecarbon i m I % 

2-[[( i i^,35>3-a«iino-4-h>'droxy- 1 -(5-thiazolyi)b«tyi]thio]-4-dilf>ro-benzonitriIe; 

(25V4/?)-2-animo-4-[|2-chloro-S-(tTifluoromethyi)phenyl]{hio]-54hiazolebu^ 

2-|T( 1 i^,3.S>3~annno-44iydroxy- 1 ~(54h^azolyl)bu^yllihio^f^ 
pyndmecmbomnm: 

2-[i( ]/'^.xS>3-aiBirK>4-l^ydvo^y-l <54hiaA)lyl)butyrji!uo 

or a phannaweiitiealiy acceptable sail thereof, 

5. (CaBcened) 

6 'i''^*. v\ss V Pscsv }Vt. ) \ ph<inTiaceaifcal coTiposititm coB^pn.Sxtu <. ^on pt>j*xi o, 
fonnulj f ' ' Cl^n oi un}\Kca{Kali\ acceptable salt tliejeoi, ni admixtuxc w<tn a 

ph<jmiutoi livvil ^ cv^..^n iblcaojuvaat dihicnio t,aiiicr 

742. (CanceOedj 

1 \\ ids \ I c I X (t 1 ttc't'lv 1 ^ -I ■< r i ^ 

sail ihereot, 

4 |.Wnhdra\\ n) \ method ioi the tj tatmtnt t>r prophy !ax!«5 an miKijnmatorv di>eave 
v-o'nn'isir^ a^hii psteoiig a u)npound oi lonnula (1) as defined m C kim 1 oi « pbannacca'jcj H 
. a^ptanlL s \\i t uru>l ^wd a COV^ inhibitor 

^ ( i 1 M \ 1 1 I V. k n n«i sv 

adm^-^ustu <, t ur pctUc uK c*^c(,tt\<. apioimt ol a s„ompoi«id oi iui'mil i ^ ) *\ >ls. li^.J i ^ 
1 , or a ihatnv wc«i t h acccp able «a1i iKrccf 



mf tiUble m c oxice Mitha^o that i inhibited 

( iVvX lousl V Prt^^i-TUed) A nitjthod ol treating a t 'ntlum litito v isea»>^.* so.c«, vxi h n i 
K ^ i -^5-^ WSJ n ] limit bi5wcl divusie ihcuinatcid ailhrstss, an{K>'>tcoar>h u 

Mt-i ^ ^ ^i!v*Li-^<.a;,c,\v]ieicmlhemeth<xicompiiscsadmr!^ei nftv*nicjHca-,w'K 
t » ^*,t! % s. 5 Ui cmpOiuid of iormula (l), ds^ dehned m CUsm 1 o a pkin-iat-eutiui'I 

aceeptaDie salt inerooi. 

1 8 (PrcMousK Pii.scnlcd) A proccsi tor the p cparaiio i oi a u^mpouiia of ioitr ala 
. <• ds-tnicd Ki Clami 1 , or < phanuat-cutKallv acceptable sail, enemt omcr or t^cevnt c hcrcu., 
wftercin ^hc process convpnses; 

i,as reaction oi a conipouad ot iormiua i is) 



X 




Y 

wherein 1\ X, Y and W are as defined in Claim 1 and L* repres^mtsji leaving gsoiip, 
with a compound of formula {ill) 




or 

ib) reaetion of a compoimd of foxroiila (IV) 
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X 




wlicfem T, W;Z apd Y am as d#ned in Claim 
with 8 comimmd of fbrmiiia (V) 




{V) 



vvhereii> is a Ifij^iving group. 



ton\ u'-.?rg ihti mi>ulh\H compound ot Itirmula {!) mto a phannaccutJvoL'" avuptaole t 
thtneoJ, consctirg rcisuUant compound of tonrudd (I) mto anoihei compound oi formu'a f ^ 
convertmg tjje resultant compound of iomiuia (!) mto an opiical isomer thereof. 

'i s J >u i''cseiitcd) A compound at-wrdmg to Cldxm 3, ■whciem X and R 
s >(.j.Kr!. h <^ vv... s I \ ogcn or f i , 

^ ^ P« e\ jousK' PrcNcntcd) I he method a-> clamied ni C \d\r\ I w l^erun die 
mOamm<iroi3'" disease is tnflaniniatorv bowel disease. 

22 {Tic\ .01 s'> ?s tsuuted) i ht method as claimed in Chim \ "7. herein the 
iiiilammaioir>' oisease is rbeumatoid artiintis. 

2'? P'•c^H>u^i\ Presented) The mctliod as claimed in CUm 17, vs-liei^m the 
Inflamm^to'f diisease is osteoartJiriiis, 
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\rp n,., ^ ano*i<ic<' s.1 i-ir 1 to rcuune non-elected subject luatter. No new Jisate 
'k^s beci ipvh o.visX\l by this a.Ticndnicftt 

C'launs j~4, 6. 18. and 20-23 arc now pending, Rocotistderatjor of the applicalioti, as 
an^uded, "j? reque$t«.'d m \ievv of the remarks hclow 

ki,j^cVo 1 !. i ' 1 t!i P^i' ^li^ -ipJ' 

\m-'n^'"'dn'2 2? djc icjccicd toi !<uk <>i .Klt-quaK ^ uhU iKnl Spcv He U 
^xa^l^nc: ^>^nboutlKa^'*|^^!l1Cchlm{^)contam^^ubK■ctma^^CI shx! Uu-- ><n dcsv.ibcd 'uni, 
spcciikaiitm m such a way ai> to enably one skilled in the an to xvk<.b j-iCxttnn^ oi v Uh vsb'v,! 
It is most nearly conneeted, to make mdm use the mveiition." 

I 

J --ipporl ' '■o'ectHM, the E\amuia leiies on tht. ei^-st iaclots set bm\i \n in n' Waf7ih 
S s V. ' .n>tC \ C I ^SS) Applicant traverses below. 
(ij I^amre oj tHe invention 

The invention rdjttes to treatment of inflanunatpry disease (m particular, inflanmmtory 
bowel disease, rlieumatoid arthritis, and osteoarthritis) using the compounds of formula (I) 
shown in dmm K wbich arc nitric oxide svnthasc (NOS) uihibttors 

and {^) Shn. " ' ' . u- t ' X . / \, ' 'I, , o' >'j\ j> 

\coord"r., f k' I \an .vii "ic «. .g.i^o i. ' Ju .toj icJ-^i .btbU ir iit. u-!t ri i ^ 
\pp 5CaKt ^\ould ';ikc lo po-'iJ oui ihat n is wcA c>i vM \hed i'- 'he iut > asul 
two iinkcd to ihe piniu)genesi>> oi'sntlanmiutoi^ dusca.se.s. l\n e\amp!u. IDrug 2001 4(7), 7-^3- 
803 by Cheshire (whsoh has been cited by the Examiner) teaches that m vtv:} exptmnental results 
showed that NOS mhibitofs can be mcd in treat a variety of infiammatorj' disease, including 
■jindsrmato'^ boxvo? disease, 'heumatoid astlintis. and o^stooanhntis recited m clahn 17 Sec Ifcc 

%\ ai...Lhoc .^'.cv a- \ \l J).. A ) dcuonsiuUcs J\u vsr \' >^ \ -i<K \'/ii\K A>\ 'A - 
\ -,'1^ > 5 v.d '/ ^ c (. -ii:; KMlir.; nsteoanhntis and =• ir^t^o^ts \ t* ^^'^^ v .h ti> > 

Cvsn ;'c lisetl tu ucAt ihso disease Sue. e il , page 4, iuics S-P* and p'sgc 6. h'K\-> ^ ^ 



:iSj!,v S;e;!>-iiouse Atomcy's Docket .!Sii>.: Ott275--'153iJ,Si / SOOSV^;-!;-- US 

I ins nv inri»'>n \^ Vw-t-!.! on the <.liscovery that certain compomids covered by tbmiula (i) 

\{ sS I', hi \ 'e^\ ^4 *hc pf or ^irt ^in-nUvToi .)t>o\ c. o .>k! k\i pC!>o i wvi C be .vblc to 
CM". ..jpo...: c ihc compounds' inhibitor) effect on NOSio thus t»U!-3ntlan»uator) actuuj 
(4} and (5) Amount ( f dh'ccnon or gtudafice a»d working examples 

The specs Bcation provides synthetic examples of making compoimds called for in 
k'kiitr^- i rnd 2 1-25 and :n vUro cxainples of testing these compounds for then inhibitor) 
4 c!-\' % ,i^.>.Mrv. "r addii t>r to cxan-'^k^, fie •^pevJkation Jsi- nu-'^ i'v.ix^sai 

j.'u\i.'.x.e n'jkf ? ic coTUiUHinds and ho\\ lo use dieni for die .5.s?eitce .n^h jcs ipago 

anc 8 lirough pagv bne 1 and pagy C Imvs 9-37), All ihe tedinK|uv:; nont'.cned in tlic 
example? and general guidanet; are routine. Following ti^e guidajiec and \^ orking exaiTiples, a 
sMl&ii person in the art, v^ithout undue experimentation, would be able to understand how to 
nuike ar.d how tn use thi5i invention. In other wordfs, there arc sufficient guid{«)ce and working 
oxanipits in the specification to enable a skilled person to practice thw itncutjon. 

1 he ( xan.hici i^st-tK ! u ^ j k> '^pcv^5lL niun in sue it as U> w it-thcr { ^ atn ^ np Kind 
treats ' ] .nlUnnr.aLors bi>\ve] oi<«ea.se, ihciinialoid arthritis ot osteoartbntis I? appears tt> bo her 
position that, to support the ciaimj,. Applicant needs to provide in vnr> tjxan>p1es shomng 
cikacy of the compounds in treating inflammatory bo wel disease, rheuitmtoid 3nlmtts, and 
osteoarthritis. Applic^mt disagrees. 

According to MPEP 2107.03, 

'1s If reasonabh- correlated to t!,c p^jiticuhii \ Kjapeat.c w pha innv.' c d 
utihty, dau gcs^eri*ed u^mg in vitro ;.ssa\ or iuru .e^uuj; ir <iu ai\n.j fnodel or 
a combination thereof ahiiost mvariabK %vjil be sufficient to esiabiu^h mciapcutie 
or phamiacological utility for a compoiind, composition or process" (emphases 
added). 

"Vs mentioned iibove, u is v\ell established from die in v/vo cxperimoni'i* results shovn m 
he p-iv^'- dtt H<.u ■■''ab,! sM: u* NO^ 'L*\r^ i>e'ioi 1 1\ It-av^ao t.vatincnt ;.^ias\":wto.\ is.sc;.sc, 
n \h^.:,<.K .\. irri..^ni -> ^ law ,\ J seast. d LumaiOid anhrUi^i, and osxoatThnl •> \Vo5k ng 
jx.-np of J~ jppiA\i\on ^ho\v dtat compounds of formula (! ^ arc cffecti^ c in inhibiting NOS 
activity in an in vitro assay. Clearlyj a r casonabjte correlation between tfae m vUm efficacy and 




10} Srecmn oi sne cuxims 

A a R >uJt reracn il oi ' icducing the mk ot ' dami 1 7 has btxn 1 'i iic i lo t ^atj it-n ol 
'iijlair n<jtorv discc'se Chwmb 31, 22, and 2"^ ha\c al^o been Imiited \i l v. i t 
ri^lrpni i^Oi\ bcv^U fi'^ci^c heuma'OiJ .uthnli"- arid osucuithn ij> ^pv. \^ s ai'svU'Ssed 
^■^ U V 5 c\uij->v.N u t! il ik jt. n \<.td UK^ixv (. ition vubucijt X 
supj) " Uv St pt n V Ml < ! in\s r diia 2 » 2 art not ^ n v.'- s b o a 

1 K art iacv^mt to this imtntion inciudcs s>>nt{ictiv chem}bt{> ^ad i t^aadl biolog\ \1 
I. i the tcdin ques iccded to f raUjce ihis invention arc rouiine proc<^ures and thcrcio'-v- do rc» 
requHS a person of extraordmarv skill. 

\f|Mt.u.' <• \V I'J 1 vt, to m lO the I xaiTi'HiA attt.T1lU>f ' >U i. 1^ it <> I! i ^tk * 

C iicu at i X d ! I k n (, u 1 ) L PL! n^i i )n p 5 ih l sis icus 
roiH 5 t )v -i|Xv.5. <.at (.n m qut>t on prosid^-v a i<.a:>onabk an-^om t oi ^ uuanciv- w 1 1 ivsp(,v 
lu \ V. diicctjon in tho evpcnmcntaiion should proujed ** In re Umds, S I S?Q2d ^400 
i Hi^ ^CA^C 19bb) uungi^f n> JuJ vwj, 2r LbPQ iJ{)4, HO" (C CTA 1969) 

\s disuj-scd abt*'' c the ^pcc1i.t itTon provides both gtneia] gaidanco and v orknia 
<.\im-> it uti n li! i 1 uid I ( iiM ! w lith ) < t x < duns s 

1 ^\ 1 i*K i* 5 ti s ) il iR n IK fiK anoui * ot tKpcii ncnt iD-ij^t. nxi, l % p tw 
tiie dairaeo uivestion. whether considerabie or not, is by no means laiduc. 

II 

'ia\uii^ von^sidcrcd tlic eiglit V\ aiids factors Appkt,ant submits tbat tbe spcufi^atioji 
pioxiJos aatquatii, o'l ^bleinent for the Uanncd xn\eMion 

Rc>^t Oi indt' ^> I r 

a n s 1 o "IS nd 20 2"^ w c-<. 'ejected midcr i S C 1 (^MS) 1 1 test >f 
Bi kii shiu t ! 

IX lus !|| li Uv to PC i si 001 'HU^ \ >U ^ _ >0 

x\h 1 n tUi'i^ t « n i» it% to Swui sn P it^nt \ppb<- uion Sinal \o 020'? "^O^ 1 iilcd 



\i 5 I ! " -^ubicct nntici vo\cred b\ (.lujni<; 1 4 {, aui. Ji"* N t sv. ibi^ > 

buvdish Patent Appl v.^tiEon Serial No 02013041 Tkerctoic thcstchmis in eijit'cci 'o an 
v^Hectne filiTig ddic ufNos ember 7, 2002 

B rkin&lidv \% ab filed on Mav 6, 2002 and published on No\ en^bo^ 1 4 2( 02 \<? n \n i ^ 
puhiuhed .jtle hi iv^Ux Oio, the effective filing date of the pn sun .pnli* ih m i ss > u 
utabL<i<i"^^ 2un^kitTKe butnota^a ■^S (f S ( ) ? ^ Si \h 

rei&mme. 

Si UMcp'-ov ucsmaipnoi artiuidei iU2 {}.} ant (j[)t,a.in H Dv i-u. is tlO> 
pnor ill dganU a c.amied mxcntjon if the claimed mvcnuon w<^, at the tm-'e the imonMoti 
made ov^naibj or sjbjctt to an obligation ol asbignmciit to the S3>amc persors or compan'v ' A.s 
>. ist,u^^cd abo^t, Bi'kmsnav^ only quabfiei* as a 1 02<'c) rtfcrenwc F uitiicr, siti^e tin. n m,\ tofs 
i I <. 1 ^ s -i u\ apdthcui\entornanK(.l n I pR u p^ls it u i^h uiti ut 
Vol ^at V i\ rt (. ^1 nej a\ipi(,»\Tiicnt tt> design thcjruncntion to A naZu <,C£> AS l! o 
ba^ui o N id B) k i! I IV docsnotqualifvd&a 103ta>ictcn;mt> *\ccoiamgh the 

■''^ 11 ^ L ^ i'i V ^-.ih \ hould lie wimdravin 

Doubie-pateBiirig rejection 

Clauiis, 1-4 6 17, 18, axid 20-2^ ha\e been rejected provisionaliy for oOMOusnes-vtvpt. 
double patcfltmg m % 1e^^ of the clatms m co pending U S S N 10 4'?6 95*? Applicani xnU 
ad&c *h>s 1 election once tlie present clatmis are deemed otht^rw js>e allowable 



XHxIe t>>fi\(^^t s !) d i 1 S<^ t02u~>^w^Mtsqiia]ifteJcis.paoici>tag^msr!(. i.Kmwl murttait 
tiiiii sifhjit. TRasi^ 1 M t ii ({ ^itKP I al Ihi. tmit< ttit H » entson was mjJv (n^ntd h> tiic sjtne persois 
or sjjbrctt ics an oossgaiKsii ui assEgnrBcnt lo tiie same {x-rson. ' 



